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.. The MAILING DA TE of this communic ation appears on the cover sheet with the correspondence aaaress - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 

.SeK^^ 

- If NO period for reply is specified above the ma »™ m ^ ,o become ABANDONED (35 U.S.C. § 1 33). 

-. SEX SS Communication, even if timeiy may reduce any 
earned patent term adjustment See 37 CFR 1.704(b). 

Status 

1 )|g Responsive to communication(s) filed on 16 July 2002 . 

2a)E This action is FINAL. 2b)D This action is non-final. 

30 Since this application is in condition for allowance except for formal matters prosecutior , as to the merits is 

)U closed I S accordance with the practice under Ex parte Qt/ay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) MQ is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) IEI Claim(s) IJiO is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)D None of. 

1 .□ Certified copies of the priority documents have been received. 

2 D Certified copies of the priority documents have been received in Application No. . 

3 □ Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 

* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application), 
a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachments ) 

_ ... . , DTO ftq „ 4) □ Interview Summary (PTO-413) Paper No(s). 

1) H Notice of References Cited (PTO-892) p NoUce of |nformal Pate nt Application (PTO-152) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5 U n 
3 □ information Disclosure Statement(s) (PTO-1449) Paper No(s) . . 6) K Other. DeteHed 
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DETAILED ACTION 



Claim Rejections - 35 USC § 103 
1. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

to A oatent may not be obtained though the invention is not identically disclosed or described as set forth in 
^mSS^L, if the differences between the subject matter sought to be patented and the pnor art are 
Sto^elS^ matter as a whole would have been obvious at the time the invent™ was made to a person 
halg ordinary skill in the art to which said subject matter pertains. Patentab.l.ty shall not be negafved by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CAR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103© 
and potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

2. Claims 1-22 and 25-28 are rejected under 35 U.S.C. 103(a) over Civelli et al. (U.S. Patent 
5,441,883) (August 15, 1995) in view of Wetters et al. (The EMBO journal, (1992), Vol. 1 1(2), 
pages 551-557). 

Civelli et al teach a method for the production of an organic molecule having a desired 
property (Example 6), comprising the steps of : 
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a) inherently providing a reaction mixture with at least 10-100 different organic 
molecules in solution in the same reaction container (Example 6, as obtained by denaturation of 

single-stranded cDNA); 

b) causing at least one chemical reaction to take place with at least some of the different 
organic molecules in the reaction mixture to create a reaction mixture having one or more 
organic molecules different from the organic molecules in the starting group of the previous step 
(PCR reaction products of Example 6, Column 18, lines 10-25); 

c) repeating step (b) at least once causing at least one chemical reaction to take place with 
at least some of the organic molecules in the reaction mixture from the previous step of repetition 
to thereby produce a final reaction mixture as a result of the last repetition (Example 6, Column 

17, line 52 to Column 18, line 47); 

d) screening the final reaction mixture resulting from step c) for the presence of the 
organic molecule having the desired property (Example 6, Column 18, lines 1 1-47). 

Civelli et al teach a method further comprising the step of isolating from the final reaction 
mixture the organic molecule having the desired property (Figure 8). 

Civelli et al teach a method further comprising the step of determining the structure or 
functional properties characterizing the organic molecule having the desired property (Example 

6, Column 18, lines 26-47). 

Civelli et al teach a method further comprising the step of synthesizing the organic 

molecule having the desired property (Example 6). 
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Civelli et al inherently teach a method further comprising the step of adding more of the 
starting group of different organic molecules to the intermediate reaction mixture after at least 
one repetition step (b) (Example 6, Column 18, lines 11-13). 

Civelli et al inherently teach a method wherein the different organic molecules of the 
starting group all share a common core structure (Example 6, in this case denatured cDNA 
products). 

Civelli et al teach a method wherein the different organic molecules of the starting group 
selected from nucleotides (Example 6, Column 17, lines 43-52). 

Civelli et al teach a method wherein at least one chemical reaction for each repetition step 
selected from addition (Example 6, polymerase chain reaction in this case). 

Civelli et al teach a method wherein the chemical reaction is caused by changing the 
conditions of the intermediate reaction mixture by changing temperature (Example 6, Column 
18, lines 11-13). 

Civelli et al teach a method wherein the at least one chemical reaction is caused by adding 
a set of different enzymes (Example 6, Reverse transcriptase and RNA polymerase in this case) 

Civelli et al teach a method wherein the conditions causing the chemical reaction of steps 
b) and c) are the same (Example 6, conditions of PCR reaction in this case). 

Civelli et al teach a method wherein the method further comprises the step of using a 
selection method on the intermediate reaction mixture to produce a subset of organic molecules 



IS 



IS 
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with a higher likelihood of producing the organic molecule having the desired property (Figure 8 
and Example 6, Column 18, lines 1 1-47). 

Civelli et al teach a method wherein the selection method comprises using a chemostat 

(Example 6, a Tris-Cl buffer in this case). 

Civelli et al teach a method wherein at least one agent is a reducing agent (Example 6, 

DTT in this case). 

Civelli et al do not teach a method wherein random chemical reaction is carried out. 
Wetters et al. teach a method wherein random chemical reaction is carried out (Abstract, 
second sentence and Materials and Methods Section, Chemical mutagenesis Subsection). 

It would have beenprima facie obvious to one having ordinary skill in the art at the time 
the invention was made to combine and substitute a method wherein random chemical reaction is 
carried out of Wetters et al. in the method for the production of an organic molecule having a 
desired property of Civelli et al. since Wetters et al. state, " Perfectly random mutagenesis should 
distribute silent mutations equally within the target cassette (Page 555, Column 2, first two lines 
of third paragraph)." By using this strong motivation as well as scientific reasoning, one ordinary 
practitioner would have combined and substituted a method wherein random chemical reaction is 
carried out of Wetters et al. in the method for the production of an organic molecule having a 
desired property of Civelli et al to improve and control the efficiency of production of an organic 
molecule having a desired property. An ordinary practitioner would have been motivated to 
combine and substitute a method wherein random chemical reaction is carried out of Wetters et 
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al. in the method for the production of an organic molecule having a desired property of Civelli et 
al, in order to achieve the express advantage, as noted by Wetters et al, of a random chemical 
reaction which should distribute silent mutations equally within the target cassette. 
3. Claims 36-50 are rejected under 35 U.S.C. 102 (e) as being anticipated by Iacobucci et al. 
(U.S. Patent 5,350,681) (September 27, 1994) in view of Nova et al. (U.S. Patent 6,025,129) 
(February 15, 2000). 

Iacobucci et al teach a method for the production and generating for characterization of an 
organic molecule having a desired property (Abstract), comprising the steps of: 

a) reacting a group of different enzymes representing a diversity of catalytic activities 
under suitable conditions with a group of different substrates to create a reaction mixture, thereby 
producing one or more organic molecules different from the enzymes and substrates in the 
reaction mixture (Abstract and Example 1 1-12 and Figures 2 and 9); 

b) screening the reaction mixture for the presence of the organic molecule having the 
desired property (Abstract and Examples 1 1-12 and Figures 12 and 13); 

c) isolating from the reaction mixture the organic molecule and determining the structure 
or functional properties characterizing the organic molecule having the desired property (Abstract 
and Example 1 1-12 and Figures 12 and 13). 

Iacobucci et al teach a method wherein the substrates are selected from amino acids 

(Abstract and Example 11-12). 
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Art Unit: 1634 

Iacobucci et al teach a method further comprising after step c), producing the organic 
molecule having the desired property (Example 1 1-12). 

Iacobucci et al teach a method wherein the desired property is the ability to function as a 

drug (Column 19, lines 5-62). 

Iacobucci et al teach a method wherein the substrates of the group of different substrates 

all share a common core structure (Column 7, lines 14-32). 

Iacobucci et al teach a method further comprising the step of using a selection method on 
the reaction mixture to produce a subset of organic molecules with a higher likelihood of 
producing the organic molecule having the desired property (Example 11-12). 

Iacobucci et al do not teach a method wherein the group of different substrates contain an 
unlimited number of different organic molecules. 

Nova et al. teach a method of multiplexing wherein the group of different substrates 
contain an unlimited number of different organic molecules (Abstract, Claim 4, Column 43, line 
60 to Column 44, line 33 and Examples 3-4). 

It would have beaiprima facie obvious to one having ordinary skill in the art at the time 
the invention was made to combine and substitute a method of multiplexing wherein the group of 
different substrates contain an unlimited number of different organic molecules of Nova et al. in 
the method for the production and generating for characterization of an organic molecule having 
a desired property of Iacobucci et al. since Nova et al. state, " The combination of matrix with 
memory is also advantageously used in the multiplex protocols, such as those in which a 
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molecule is synthesized (Column 44, lines 23-25)." By using this strong motivation as well as 
scientific reasoning, one ordinary practitioner would have combined and substituted a me^ 
multiplexing wherein the group of different substrates contain an unlimited number of different 
organic molecules of Nova et al. in the method for the production and generating for 
characterization of an organic molecule having a desired property of lacobucci et al. to improve 
and control the efficiency of production of an organic molecule having a desired property. An 
ordinary practitioner would have been motivated to combine and substitute a method of 
multiplexing wherein the group of different substrates contain an unlimited number of different 
organic molecules of Nova et al. in the method for the production and generating for 
characterization of an organic molecule having a desired property of lacobucci et al. in order to 
achieve the express advantage, as noted by Nova et al, of a method which is also advantageously 
used in the multiplex protocols, such as those in which a molecule is synthesized. 
4. Claims 23-24 are rejected under 35 U.S.C. 103 (a) over Civelli et al. (U.S. Patent 
5,441,883) (August 15, 1995) in view of Wetters et al. (The EMBO journal, (1992), Vol. 1 1(2), 
pages 551-557) further in view of Furka et al. (International Journal of Peptide and Protein 
Research, (1991), Vol. 37, pages 487-493). 

Civelli et al in view of Wetters et al. teach the method of claims 1-22 and 25-28 as 



described above. 
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Civelli e, al in view of Wetters e, al. do no, teachthe step of dividing .he reaction mixmre 
of step (a) with different organie molecu.es into a. .eas, two subgroups, each containing less than 
all of die different organic molecules in the starting group. 

Furka et a. teach the step of dividing the reaction mixture of step (a) with different 
organic mo.ecules into a. leas. two subgroups, each confining less man all of the different 
organic molecules in me starting group (Page 487, Column 2, line 22 .0 Page 488, column 1, line 
7, The principal of the method Section). 

,t would have been prima fid, obvious .0 one having ordinary skill in the art at the time 
the invention was made to combine and substitute the step of dividing the reaction mix.ure of 
step (a) with different organic molecules into a, least two subgroups, each containing less than all 
of me different organic molecules in the starting group of Furka et al. in me method for me 
production of an organic molecule having a desired property of Civelli e. al. in view of Wetters e. 
al. since Furka e, al. state, " The efficiency of the method is remarkable (Page 492, Column 2, 
Une 1 IV By using these strong motivations as well as scientific reasoning, one ordinary 
practitioner would have combined and substituted the step of dividing .he reaction mixture of 
step (a) with different organic molecules into a, least two subgroups, each containing less than all 
of me different organic molecules in me s.arting group of Furka e. al. in the memod for the 
production of an organic molecule having a desired property of Civelli et al. in view of Wetters et 
al. .o improve and control the efficiency of production of an organic molecule having a desired 
property. An ordinary practitioner would have been motivated ,0 combine and substitute the step 
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of dividing the reaction mixture of step (a) with different organic .noiecu.es into at ieast two 

Furka e. al. in the method for the production of an organic molecule having a desired proper* of 

Civeiii e, ai. in view of Waters e, al., in order to achieve the express advantage, as noted by 

Furka et al, of the efficiency of a method which is remarkable. 

5 Claims 29-35 are rejected under 35 U.S.C. 103 (a) over Shen e. a.. (U.S. Patent 

3 9 3 2 ,498) (Janua^ 13, 1976) in view of Fodor e, al. (Science, (.5 February, 199!) (Vol. 251, 

pages 767-773) further in view of Nova et al. (U.S. Patent 6,025,129) (February 15, 2000).. 

Shen et a. teach a method for the production and generating for characterization of an 
organic molecule having a desired property (Abstract), comprising the steps of: 

a) reacting a substrate comprising acids under suitable conditions with a dehydrating 
agent to yield a firs, reaction mixture (Column 5, lines 54-56 arrd column 8, Flowsheet); 

b) reacting the firs, reaction mixture with a reducing agent under suitable conditions to 
yie,d a second reaction mixture (Column 5, lines 56-58 and column 8, Flowsheet); 

c) teacting the firs, reaction mixture with an oxidizing agent under suitable conditions to 
yield amird reaction mixture (Column 5, lines 58-59 and column 8, Flowsheet); 

d) performing a condensation reaction under suitable conditions upon the third reaction 
mix ,ure to yield a fourth reaction mixture (Column 5, lines 63-68 and column 8, Flowsheet); 
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Shen et d do not teach a method of exposing an organic reaction mixture to light with a 
wavelength of about 220 nanometers to 600 nanometers, thereby producing one or more organic 
molecules different from the substrates and agents. 

Fodor et al teach a method of exposing an organic reaction mixture to light with a 
wavelength of about 220 nanometers to 600 nanometers, thereby producing one or more organic 
molecules different from the substrates and agents (Abstract , Figures 1 and 3, and Page 767, 
Column 2, Light-directed peptide synthesis Section). 

Shen et al do not teach a method of screening the exposed reaction mixture for the 
presence of the organic molecule and isolating the molecule having the desired property from the 
reaction mixture. 

Fodoretal teach a method of screening the exposed reaction mixture for the presence of 
the organic molecule and isolating the molecule having the desired property from the reaction 
mixture (Figures 4-8). 

I, would have ^prima facie obvious to one having ordinary skill in the art at the time 
the invention was made to combine and substitute the steps of exposing an organic reaction 
mixture to light with a wavelength of about 220 nanometers to 600 nanometers, thereby 
producing one or more organic molecules different from the substta.es and agents of Fodor « al. 
in the method for the production of an organic molecule having a desired property of Shen et al. 
since Fodor e. al. sate, - High-density arrays formed by light-directed synthesis are potentially 
rich sources of chemical diversity for discovering new ligands that bind to biological receptors 
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and for elucidating principles governing molecular interactions (Abstract, lines 9-13)." By using 
this strong motivation as well as scientific reasoning, one ordinary practitioner would have 
combined and substituted the steps of exposing an organic reaction mixture to light with a 
wavelength of about 220 nanometers to 600 nanometers, thereby producing one or more organic 
molecules different from the substrates and agents of Fodor et al. in the method for the 
production of an organic molecule having a desired property of Shen et al. to explore and 
discover the rich sources of chemical diversity. An ordinary practitioner would have been 
motivated to combine and substitute the steps of exposing an organic reaction mixture to light 
with a wavelength of about 220 nanometers to 600 nanometers, thereby producing one or more 
organic molecules different from the substrates and agents of Fodor et al. in the method for the 
production of an organic molecule having a desired property of Shen et al., in order to achieve 
the express advantage, as noted by Fodor et al, of the efficiency of a light-directed synthesis 
which is potentially rich sources of chemical diversity for discovering new ligands that bind to 
biological receptors and for elucidating principles governing molecular interactions. 

Shen et al in view of Fodor et al do not teach the reaction of a group of different 
substrates. 

Nova et al. teach a method of multiplexing wherein the group of different substrates 
contain an unlimited number of different organic molecules (Abstract, Claim 4, Column 43, line 
60 to Column 44, line 33 and Examples 3-4). 

It would have been prima facie obvious to one having ordinary skill in the art at the time 
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the invention was made t o combine and substitute a method of muhiplexing wherein the group of 
different substrates contain an unlimited number of different organic molecules of Nova et ai. in 
the method for the production arrd generating for characterization of an organic mo.ecuie having 
adesiredproperty of Shene, a, in viewofFodoretal since Nova etal. state, "The combination 
of matrix with memory is aiso advantageously used in the multiplex protocols, such as Arose in 
which a module is synthesized (Column 44, lines 23-25)." By using this strong motivation as 
well as scientific reasoning, one ordinary practitioner world have combined and substituted a 
method of multiplexing wherein the group of different substrates contain an unlimited number of 
different organic molecules of Nova et al. in the method for tire production and generating for 
characterization of an organic mo.ecule having a desired property of Shen e. a, in viewof Fodor 
e, al to improve and control the efficiency of production of an organic molecule having a desired 
property. An ordinary practitioner would have been motivated to combine and substitute a 
method of multiplexing wherein the group of different substrates contain an unlimited number of 
different orgamc molecules of Nova e, al. in the method for tire production and generating for 
characterizationof an organic molecule having a desired property of Shen c, a. in view ofFodor 
e, al in order to achieve the express advantage, as noted by Nova et al, of a method which is also 
advantageously used in the multiplex protocols, such as those in which a morecule is synthesized. 

Response to Amendment 
6 . m response to amendment 102(e) rejections against claims 1-12, 16-22, and 25-28 are 
withdrawn. However, new 103(a) rejections have been included. 
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Response to Arguments 
7 ,n response .o argents , 12 (firs, paragraph) and some ,02 (e) rejections (Claims 36-45, 
ana 49-50) are withdrawn. Applicant's arguments with respect to ail pending claims have been 
considered but are moot in view of the new ground(s) of rejection. 



Conclusion 

8 . THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 

policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this fmal action is set to expire THREE 
MONTHS from the mailing date of mis action. In me even, a firs, repiy is filed within TWO 
MONTHS of the mailing date of mis final action and the advisory action is no. mailed until 
after the end of ore THREE-MONTH shortened statutory period, then ore shortened statutory 

37 CFR1 136(a) will be emulated from me mailing date of the advisory action. Innoevent, 
nowever, wU, the statutory period for reply expire later than SIX MONTHS from tire mailing 

date of this final action. 

Any inquiry concerning mis communication or earlier communications from the examiner 
should be directed to Arun Chaxrabarti. Ph.D., whose telephone number is (703) 306-5818. 
•me examiner can normally be reached on 7 : 00 AM-4.30 PM from Monday to Friday. If 
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1237. 



Arun Chakrabarti, 
Patent Examiner, 
August 1,2002 



